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TI Formulations and methods for providing prolonged local anesthesia 
AB A formulation for inducing sustained regional local anesthesia in a 
patient comprising a substrate comprising a local anesthetic and an 
effective amount of a biocompatible, biodegradable, controlled release 
material prolonging the release of the local anesthetic from the 
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injected in a patient, and a non- toxic augmenting agent effective to 
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preferred embodiments, the controlled release material is a low 
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anesthetic in two phases, the first a rapid "bolus" to initiate 
anesthesia and a second, slower release to maintain anesthesia. 
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TI Prolonged anesthesia in joints and body spaces 

AB Sustained release local anesthetic formulations are administered intra 

articularly and/or into body spaces/cavities. The formulation is 
preferably a plurality of injectable microparticles including a local 
anesthetic and an effective amount of a biocompatible, biodegradable, 
sustained release material prolonging the release of the local 
anesthetic and optionally and a pharmaceutically acceptable, i.e., 
non- toxic, augmenting agent effective to prolong the duration of the 
local anesthesia for a time period longer than that obtainable without 
the augmenting agent. 
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TI Sustained-release preparation 

AB A sustained-release preparation comprising a bioactive substance having 
an acidic group and a biodegradable polymer having improves the rate of 
incorporation of the bioactive substance, suppresses its leakage early 
after administration, and exhibits constantly suppressed release for an 
extended period of time. 
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Therapeutic treatment and prevention of infections with a bioactive 
materials encapsulated within a biodegradable-biocompatible polymeric 
matrix 

Novel burst -free, sustained release biocompatible and biodegrable 
microcapsules which can be programmed to release their active core for 
variable durations ranging from 1-100 days in an aqueous physiological 
environment. The microcapsules are comprised of a core of polypeptide or 
other biologically active agent encapsulated in a matrix of poly 
(lactide/glycolide) copolymer, which may contain a 
pharmaceutically-acceptable adjuvant, as a blend of upcapped free 
carboxyl end group and end-capped forms ranging in ratios from 100/0 to 
1/99. 
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TI Sustained-release preparation 

AB A sustained-release preparation comprising a bioactive substance having 
an acidic group and a biodegradable polymer having an optionally 
protected basic group which improves the rate of incorporation of the 
bioactive substance, suppresses its leakage early after administration, 
and exhibits constantly suppressed release for an extended period of 
time . 
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TI Prolonged anesthesia in joints and body spaces 

AB Sustained release local anesthetic formulations are administered intra 
articularly and/or into body spaces/cavities. The formulation is 
preferably a plurality of injectable microparticles including a local 
anesthetic and an effective amount of a biocompatible, biodegradable, 
sustained release material prolonging the release of the local 
anesthetic and optionally and a pharmaceutically acceptable, i.e., 
non- toxic, augmenting agent effective to prolong the duration of the 
local anesthesia for a time period longer than that obtainable without 



the augmenting agent. 
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Microcapsule compositions for burst-free, sustained release of 
active agents - comprising active agent and blend of uncapped and 
end- capped biodegradable poly (lactide/ 
glycolide) . 

1997- 393337 [36] WPIDS 
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The following are claimed: (A) a controlled release microcapsule 
pharmaceutical formulation, for burst-free, sustained, programmable 
release of a biologically active agent over 1-100 days, comprising an 
active agent and a blend of uncapped and end-capped biodegradable 
poly (lactide/glycolide) (PLG) . (B) preparing 

controlled release microcapsule formulations characterised by 
burst-free, sustained, programmable release of biologically active agents, 
comprising: (a) dissolving biodegradable PLG, in uncapped or end-capped 
form, in methylene chloride, and dissolving an active agent or active core 
in water; (b) adding the aqueous layer to the polymer solution and 
emulsifying to provide an inner water-in-oil emulsion; (c) stabilising the 
emulsion in a solvent -saturated aqueous phase containing an oil-in-water 
emulsifier; (d) adding the water-in-oil emulsion to an external aqueous 
layer containing oil-in-water emulsifier to form a ternary emulsion; and 
(e) stirring the resulting water-in-oil-in-water emulsion for sufficient 
time to remove the solvent, rinsing the hardened microcapsules 
with water, and lyophilising the microcapsules. 

USE - The microcapsules are useful for sustained, burst-free, release 
of active agents, e.g., polypeptides, over long periods of time. 

ADVANTAGE - The microcapsules show high encapsulation efficiency. The 
carrier polymer is completely degraded to innocuous components. The 
microcapsules are easily administered via, e.g., oral, parenteral, 
topical, nasal or vaginal routes. 
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L13 ANSWER 1 OF 17 USPATFULL on STN 

TI Vaccines against diseases caused by enteropathogenic organisms using 
antigens encapsulated within biodegradable-biocompatible microspheres 

AB This invention relates to an immunostimulating composition comprising 
encapsulating microspheres, which may contain a pharmaceutically- 
acceptable adjuvant, wherein said microspheres having a diameter between 
1 nanometer (nm) to 10 microns (urn) are comprised of (a) a 
biodegradable-biocompatible poly (DL-lactide-co-glycolide) as the bulk 
matrix, wherein the relative ratio between the amount of lactide and 
glycolide components are within the range of 40:60 to 0:100 and wherein 
said poly (DL-lactide-co-glycolide) is present in an uncapped form and 
an end-capped form wherin a ratio of uncapped to end-capped forms is 
99/1 to 1/99, and (b) an immunogenic substance comprising Colony Factor 
Antigen (CFA/II) , hepatitis B surface antigen (HbsAg) , or a 
physiologically similar antigen that serves to elicit the producton of 
antibodies in animal subjects. The preparation of its composition and 
its use as a vaccine is also disclosed. 
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TI Sustained release hydrophobic bioactive PLGA microspheres 

AB A controlled release microcapsulate pharmaceutical formulation for 

burst -free, sustained, programmable release of hydrophobic bioactive 

agent over a duration from 24 hours to 100 days comprising: and a blend 

of end-capped uncapped biocompatible, biodegradable 

poly (lactide/glycolide) . 
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TI Sustained release non-steroidal, anti- inflammatory and lidocaine PLGA 

microspheres 

AB A controlled release microcapsule pharmaceutical formulation for 
burst-free, sustained, programmable release of a non-steroidal/ 
antiinflammatory drug over a duration from 24 hours to 2 months, 
comprising: a non-steroidal, antiinflammatory drug and a blend of 
biocompatible, biodegradable poly (lactide/glycolide) . 
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TI Sustained release hydrophobic bioactive PLGA microspheres 

AB A controlled release microcapsulate pharmaceutical formulation for 

burst -free, sustained, programmable release of hydrophocib bioactive 

agent over a duration from 24 hours to 100 days comprising: and a blend 

of end-capped uncapped biocompatible, biodegradable 

poly (lactide/glycolide) . 
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TI Chemotherapeutic treatment of bacterial infections with an antibiotic 

encapsulated within a biodegradable polymeric matrix 

AB Biodegradable pharmaceutical compositions and method for treating 
bacterial infections therein . 
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TI Therapeutic treatment and prevention of infections with a bioactive 

materials encapsulated within a biodegradable-biocompatible polymeric 
matrix 

AB Novel burst -free, sustained release biocompatible and biodegrable 

microcapsules which can be programmed to release their active core for 
variable durations ranging from 1-100 days in an aqueous physiological 



environment. The microcapsules are comprised of a core of polypeptide or 
other biologically active agent encapsulated in a matrix of 
poly (lactide/glycolide) copolymer, which may contain a 
pharmaceutically-acceptable adjuvant, as a blend of upcapped free 
carboxyl end group and end-capped forms ranging in ratios from 100/0 to 
1/99. 
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TI sustained release non-steroidal, anti -inflammatory and lidocaine PLGA 

microspheres 

AB A controlled release microcapsule pharmaceutical formulation for 
burst-free, sustained, programmable release of a non-steroidal, 
antiinflammatory drug over a duration from 24 hours to 2 months, 
comprising: a non-steroidal, antiinflammatory drug and a blend of 
biocompatible, biodegradable poly (lactide/glycolide) . 
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TI Vaccines against intracellular pathogens using antigens encapsulated 
within biodegradble-biocompatible microspheres 

AB This invention relates to parenteral and mucosal vaccines against 

diseasesaused by intracellular pathogens using antigens encapsulated 
within a biodegradable -biocompatible microspheres (matrix) . 
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TI Extraction process for producing PLGA microspheres 

AB A hybrid evaporation- extraction process for preparing microspheres of a 
p (DL-lactide-to-glycolide) biodegradable polymer, comprising: 

a. preparing a lyophilized biologically active material -sucrose matrix; 
adding acetonitrile solvent to biologically active material-sucrose 
matrix to form a solution; 

b. preparing a solution of a biodegradable poly (DL-lactide-co- 
glycolide) polymer by adding acetonitrile solvent to the polymer; 

c. adding the biodegradable poly (DL-lactide-co-glycolide) polymer 
acetonitrile solution to the biologically active material -sucrose 
acetonitrile solution; 

d. adding with stirring an oil containing lecithin to the poly • 
(DL-lactide-co-glycolide) polymer-sucrose-biologically active material 
solution to evaporate acetonitrile and form an emulsion containing 
microspheres of poly (DL-lactide-co-glycolide) biodegradable polymers; 

e. adding the emulsion from step d. into a solvent selected from 
heptane, hexane, pentane or isopropanol; and 

f . collecting microspheres of poly (DL-lactide-co-glycolide) 
biodegradable polymers of from 1.0 to about 10 . 0 micrometers after 
filtration and washing with a fresh solvent selected from heptane, 
hexane, pentane or isopropanol. 
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L13 ANSWER 10 OF 17 USPATFULL on STN 

TI Microsphere drug application device 

AB Apparatus and methods for dispensing medicinals encapsulated in a 
biodegrble polymer in surgical and other wounds are described. The 
apparatus, a microcapsule drug applicator, allows the caregiver to 
implant or spread measured and uniform quantities of microencapsulated 
medicinals in or on surgical or traumatic wounds to prevent and/or treat 
infections. Specific examples where microencapsulated antibiotics may 
prove useful include, soft-tissue wounds, following debridement and 
reduction or fixation of open fractures, to osteomyelitic bone after 
surgical debridement, after surgical insertion of prostheses such as 
hip/knee replacements (arthroplasty) , and following vascular surgery or 
grafting. 
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TI Vaccines against diseases caused by enteropathogenic organisms using 
antigens encapsulated within biodegradable -biocompatible microspheres 

AB This invention is directed to oral parenteral and intestinal vaccines 

and eir use against diseases caused by enteropathogenic organisms using 
antigens encapsulated within biodegradable-biocompatible microspheres. 
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A controlled release microcapsule pharmaceutical formulation for 
burst -free, sustained, programmable release of a non-steroidal, 
antiinflammatory drug over a duration from 24 hours to 2 months, 
comprising: a non-steroidal, antiinflammatory drug and a blend of 
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mice, this increase was not statistically significant. These results 
indicate that ampicillin and MEAA have similar effects on cell-mediated 
immunity in mice. 
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? USPATFULL on STN 


TI 


Vaccines 


against diseases caused by enteropathogenic organisms using 




antigens 


encapsulated within biodegradable-biocompatible microspheres 


AB 


This invention relates to an immunostimulating composition comprising 



encapsulating microspheres, which may contain a pharmaceutically- 
acceptable adjuvant, wherein said microspheres having a diameter between 
1 nanometer (nm) to 10 microns (urn) are comprised of (a) a 
biodegradable-biocompatible poly (DL-lactide-co-glycolide) as the bulk 
matrix, wherein the relative ratio between the amount of lactide and 
glycolide components are within the range of 40:60 to 0:100 and wherein 
said poly (DL-lactide-co-glycolide) is present in an uncapped form and 
an end-capped form wherin a ratio of uncapped to end-capped forms is 
99/1 to 1/99, and (b) an immunogenic substance comprising Colony Factor 
Antigen (CFA/II) , hepatitis B surface antigen (HbsAg) , or a 
physiologically similar antigen that serves to elicit the producton of 
antibodies in animal subjects. The preparation of its composition and 
its use as a vaccine is also disclosed. 
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TI Sustained release hydrophobic bioactive PLGA microspheres 

AB A controlled release microcapsulate pharmaceutical formulation for 

burst -free, sustained, programmable release of hydrophobic bioactive 
agent over a duration from 24 hours to 100 days comprising: and a blend 
of end-capped uncapped biocompatible, biodegradable poly( 
lactide/glycolide) . 
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TI Sustained release non-steroidal, anti- inflammatory and lidocaine PLGA 

microspheres 

AB A controlled release microcapsule pharmaceutical formulation for 
burst -free, sustained, programmable release of a non-steroidal, 
antiinflammatory drug over a duration from 24 hours to 2 months, 
comprising: a non-steroidal, antiinflammatory drug and a blend of 
biocompatible, biodegradable poly (lac tide/ 
glycolide) . 
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TI Sustained release hydrophobic bioactive PLGA microspheres 

AB A controlled release microcapsulate pharmaceutical formulation for 

burst- free, sustained, programmable release of hydrophocib bioactive 
agent over a duration from 24 hours to 100 days comprising: and a blend 
of end-capped uncapped biocompatible, biodegradable poly( 
lactide/glycolide) . 
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TI Therapeutic treatment and prevention of infections with a bioactive 

materials encapsulated within a biodegradable -biocompatible polymeric 
matrix 

AB Novel burst-free, sustained release biocompatible and biodegrable 

microcapsules which can be programmed to release their active core for 
variable durations ranging from 1-100 days in an aqueous physiological 
environment. The microcapsules are comprised of a core of polypeptide or 
other biologically active agent encapsulated in a matrix of poly 
(lactide/glycolide) copolymer, which may contain a 
pharmaceutically-acceptable adjuvant, as a blend of upcapped free 



carboxyl end group and end-capped forms ranging in ratios from 100/0 to 
1/99. 
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TI sustained release non-steroidal, anti- inflammatory and lidocaine PLGA 

microspheres 

AB A controlled release microcapsule pharmaceutical formulation for 
burst-free, sustained, programmable release of a non-steroidal, 
antiinflammatory drug over a duration from 24 hours to 2 months, 
comprising: a non-steroidal, antiinflammatory drug and a blend of 
biocompatible, biodegradable poly (lactide/ 
glycolide) . 
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TI Sustained release non-steroidal, anti -inflammatory and lidocaine PLGA 
microspheres . 

AB A controlled release microcapsule pharmaceutical formulation for 
burst-free, sustained, programmable release of a non-steroidal, 
antiinflammatory drug over a duration from 24 hours to 2 months, 
comprising: a non-steroidal, antiinflammatory drug and a blend of 
biocompatible, biodegradable poly (lactide/ 
glycolide) . 
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TI Sustained release hydrophobic bioactive PLGA microspheres . 

AB A controlled release microcapsulate pharmaceutical formulation for 

burst-free, sustained, programmable release of hydrophocib bioactive agent 

over a duration from 24 hours to 100 days comprising: and a blend of 

end-capped uncapped biocompatible, biodegradable poly( 

lactide/glycolide) . 
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materials encapsulated within a biodegradable-biocompatible polymeric 

matrix. 

AB Novel burst -free, sustained release biocompatible and biodegrable 

microcapsules which can be programmed to release their active core for 
variable durations ranging from 1-100 days in an aqueous physiological 
environment. The microcapsules are comprised of a core of polypeptide or 
other biologically active agent encapsulated in a matrix of poly 
(lactide/glycolide) copolymer, which may contain a 
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L16 ANSWER 1 OF 13 MEDLINE on STN 

TI Structure-activity relationship study of antimalarial indolo 

[2 , 1-b] quinazoline-6 , 12 -diones (tryptanthrins) . Three dimensional 
pharmacophore modeling and identification of new antimalarial candidates. 

AB A widely applicable three-dimensional QSAR pharmacophore model for 
antimalarial activity was developed from a set of 17 substituted 
antimalarial indolo [2 , 1-b] quinazoline-6, 12-diones (tryptanthrins) that 
exhibited remarkable in vitro activity (below 100 ng/mL) against sensitive 
and multidrug-resistant Plasmodium falciparum malaria. The pharmacophore, 
which contains two hydrogen bond acceptors (lipid) and two hydrophobic 
(aromatic) features, was found to map well onto many well-known 
antimalarial drug classes including quinolines, chalcones, rhodamine dyes, 
Pfmrk cyclin dependent kinase inhibitors, malarial FabH inhibitors, and 
plasmepsin inhibitors. The phamacophore allowed searches for new 
antimalarial candidates from multiconf ormer 3D databases and enabled 
custom designed synthesis of new potent analogues. 
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ANSWER 2 OF 13 MEDLINE on STN 

Oral immunization of adult volunteers with microencapsulated 
enterotoxigenic Escherichia coli (ETEC) CS6 antigen. 

As a step in the development of an oral vaccine against ETEC, we evaluated 
the safety and immunogenicity of CS6, a polymeric protein commonly found 
on the surface of ETEC. Formulations included 1 and 5mg doses of CS6, 
either encapsulated in biodegradable polymer poly(D, L) -lactide-co- 
glycolide (PLG) , or as free protein, administered orally in a solution of 
either normal saline or a rice-based buffer. Three doses of CS6 were 
given at 2 -week intervals. Blood was collected immediately before and 7 
days after each dose. All formulations were well tolerated. Four of five 
volunteers who received Img CS6 in PLG microspheres with buffer had 
significant IgA ASC responses (median=30 ASC per 10(6) PBMC) and 
significant serum IgG responses (median=3 . 5-fold increase). Oral 
administration of these prototype ETEC vaccine formulations are safe and 
can elicit immune responses. The ASC, serum IgA, and serum IgG responses 
to CS6 are similar in magnitude to the responses after challenge with 
wild-type ETEC [Coster et al . , unpublished data]. Further studies are 
underway to determine whether these immune responses are sufficient for 
protection. 
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AB In a solvent extraction process for preparing microspheres of a 

biodegrade polymer, the improvement comprising: preparing a homogenized 
antigen- sucrose matrix and adding a solvent to the sucrose -antigen 
matrix to form a solution; preparing a solution of a biodegradable 
polymer by adding a solvent to the polymer; adding the biodegradable 
polymer solution to the antigen- sucrose solution; adding an oil to the 
polymer- sucrose -antigen solution to form an emulsion having a controlled 
viscosity that corresponds to a predetermined average particle size of 
distributions of microspheres of biodegradable polymers; centrifuging 



the emulsion of controlled viscosity and removing the supernatant to 
obtain microspheres of a predetermined range of particle size 
distributions of from about 0.5 to about 7.0 micrometers. 



An immunostimulating composition comprising an encapsulating -microsphere 
of the biodegradable polymer has an average particle size distribution 
such that the majority of the microspheres will be taken up by the 
villous epithelium section of the intestines of a mammalian subject when 
administered as a vaccine against diseases caused by enteropathogenic 
organisms . 
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TI Vaccines against diseases caused by enteropathogenic organisms using 
antigens encapsulated within biodegradable -biocompatible microspheres 

AB This invention is directed to oral parenteral and intestinal vaccines 

and eir use against diseases caused by enteropathogenic organisms using 
antigens encapsulated within biodegradable-biocompatible microspheres. 
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AB As a step in the development of an oral vaccine against ETEC, we evaluated 
the safety and immunogenicity of CS6, a polymeric protein commonly found 
on the surface of ETEC. Formulations included 1 and 5 mg doses of CS6, 
either encapsulated in biodegradable polymer poly(D, L) -lactide-co- 
glycolide (PLG) , or as free protein, administered orally in a solution of 
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